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HUBR 1165 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Applicant(s) : Stuke et al. 

International 

Appln. No. : PCT/EP99/02238 

Filed : Herewith 

For ADHESIVE-FREE POLYMER COMPONENT JOINTS FOR 

PRODUCING CLOSED MICRO- AND NANO-CHANNEL 
STRUCTURES 



Hon. Commissioner of Patents September 26, 2000 

and Trademarks 
Washington, D.C. 20231 

PRELIMINARY AMENDMF.NT 

SIR: 

Prior to examination, please amend the application as follows: 
IN THE CLAIMS 

Please cancel pending claims 1-22. 

Please add the following claims 23-44, as follows: 

23 . A process for the adhesive-free production of polymeric components, including 
the steps of: 

(a) preparing apolymeric substrate which, on at least one surface, has depressions 
forming micro- and/or nanochannel structures, 
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(b) applying, by imiform pressure extending over the surface, a polymeric 
covering to a surface present on the substrate, said substrate havmg 
depressions but otherwise being smooth, 

(c) slowly heating the substrate, with the covering applied by pressure, to a 
temperature which is at least as high as the glass transition temperature of the 
substrate and/or of the covering, for the bonding thereof, and 

(d) cooling. 

24. The process as claimed in claim 23, wherein 

the polymeric substrate and the polymeric covering are selected from the group 
consisting of acrylic polymers, polycarbonates, polystyrenes, and also copolymers and 
mixtures of these. 

25. The process as claimed in claim 24, wherein 

the polymeric substrate and the polymeric covering are selected from the group 
consisting of acrylic polymers, in particular of polymethyl methacrylate polymers, or 
of polymeric carbonates. 

26. The process as claimed in claim 23, wherein 

the substrate has depressions with a width or/and depth within the range from 10 nm 
to 2 mm. 

27. The process as claimed in claim 26, wherein 
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the substrate has depressions with a width or/and depth within the range from 100 nm 
to 1 mm. 

The process as claimed in claim 27, wherein 

the substrate has depressions with a width or/and depth within the range from 1 //n: 
to 500 jum. 

The process as claimed in claim 23, wherein 

substrate and covering are selected from among polymeric materials of the same type. 
The process as claimed in claim 23, wherein 

at least the covering is selected from among optically transparent materials. 
The process as claimed in claim 23, wherein 

the polymeric covering and the substrate are combmed by pressure. 

The process as claimed in claim 3 1, wherein 

the pressure applied is within the range from 1 to 1000 kg/cm^ . 

The process as claimed in claim 23, wherein 

the duration of heating is within the range from 0.5 to 3 h. 

The process as claimed in claim 23, wherein 

the heating temperature is not more than 5 °C above the glass transition temperature. 
The process as claimed in claim 23, wherein 

the substrate and the covering present thereupon are held within the region of the 
heating temperature for a period of at least 15 mm. 



36. The process as claimed in claim 35, wherein 

the substrate and covering present thereupon are held within the region of the heating 
temperature for a period of at least 30 min. 

37. The process as claimed in claim 35, wherein 

the holdmg temperature is withm ±3 °C of the heatmg temperature. 

38. The process is claimed in claim 23, wherein 
the duration of the cooling is at least 1 h. 

39. The process as claimed in claim 38, wherein 
the duration of the coolmg is at least 2 h. 

40. The process as claimed in claim 23, wherein 
the duration of the cooling is up to 30 sec. 

41. A polymeric constituent with hollow structures present therem, obtainable by a 
process as claimed in claim 23. 

42. A polymeric component as claimed in claim 4 1 , wherein 

the hollow structures comprise closed channels with a width or/and depth of from 10 
nm to 10 mtn. 

43 . A polymeric component as claimed in claim 4 1 , wherein 
the interior of the component is free from adhesives. 

44. The use of polymeric components as claimed in claim 4 1 in detection procedures, in 
particular in optical or/and electrical detection procedures. 
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REMARKS 

This application is anational stage filiag under 35 U.S.C. § 371 of PCT/EP99/02238. 
Support for new claims 23-44 is found in the English-language translation of the 
specification, in the English-language translation of originally filed claims 1-22, and in the 
translation of the annex to the International Preliminary Examination Report. Applicants 
request entry of the foregoing amendments. 

A check in the amount of $507.00 is included with this filing to cover the basic 
national fee, and the fee for two additional claims over 20 claims. Fees have been reduced 
by half, reflecting applicant's small entity statement. A small entity statement is filed 
herewith. The Commissioner is hereby authorized to deduct any additional fees associated 
with this filing from, or credit any overpayment to Deposit Account No. 500624. 

Respectfully submitted, 
FULBRIGHT & JAWORSKI L.L.P. 

David Rubin 
Reg. No- 40,314 

666 Fifth Avenue 

New York, New York 10103 

(212)318-3000 
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Adhesive -free bonding of polymeric components to 
produce closed micro- and nanochannel structures 



Description 



The invention relates to a process for producing 
polymeric components with hollow structures present 
therein, e.g. in the form of closed micro- or/and 
nanochannels, said process using no adhesives. The 
invention further relates to the polymeric parts 
obtainable by the process and to their use in detection 
procedures . 



Polymeric components, e.g. plastic biochips, in the 
interior of which closed hollow structures are present 
have hitherto been produced by a process in which an 
adhesive, e.g. a UV-curable adhesive, has been used to 
bond a plastic outer layer onto a plastic substrate in 
which depressions are present. However, the use of the 
adhesive has led to considerable disadvantages. For 
example, if too much adhesive was applied, capillary 
interactions caused it to migrate into the channels and 
render these impassable, at least to some extent. On 
the other hand, if too little adhesive was used dead 
spaces were produced directly adjacent to the channels. 
The process was moreover highly inconvenient, since 
operations had to be carried out under a microscope. 
Finally, the presence of the adhesive also impaired the 
chemical or/and spectroscopic properties of the plastic 
component . 



DE-A-40 22 793 has disclosed that a heated welding tool 
can be used to weld a polymeric film onto a sheet of 
polymer in which recesses are present, without prior 
heating of the sheet of polymer or the polymeric film. 
The pressure of the welding tool produces a grid of 
point welds. The welding tool is heated to a 
temperature of from 250 to 300^C (column 4, lines 63- 
65) , and therefore chemical modification of the 
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polymeric materials can occur, combined with possible 
reduction in transparency and/or increase in base-level 
fluorescence. In addition, undesirable dead spaces are 
produced adjacent to the welds. 

The object on which the present invention is based was 
therefore to provide a process for producing polymeric 
or plastic components provided with hollow structures, 
said process at least to some extent avoiding the 
abovementioned disadvantages of the prior art. 

This object is achieved by a process for producing 
polymeric constituents, including the steps of: 

(a) preparing a polymeric substrate which has 
depressions on at least one surface, 

(b) applying a polymeric covering to a surface present 
on the substrate and having depressions, 

(c) heating the substrate with the covering present 
thereupon to a temperature which is at least as 
high as the glass transition temperature of the 
substrate or/and of the covering, and 

(d) cooling. 

Step (a) of the novel process comprises preparing a 
polymeric substrate with open depressions on a surface. 
A covering is applied to this surface with the aim of 
producing a polymeric component v/ith hollow structures 
closed on their upward- facing sides. The polymeric 
substrates and polymeric coverings used for this 
purpose are selected from the class consisting of melt- 
processable thermoplastics, preferably from the class 
consisting of acrylic polymers, polycarbonates, 
polystyrenes, and also copolymers and mixtures of 
these. It is preferably for polymeric substrates and 
polymeric covering to be selected from among acrylic 
polymers, such as polyacrylate, polymethacrylate and in 
particular polymethyl methacrylate polymers or 
polycarbonates . 
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The polymeric substrate has depressions on at least one 
surface. These depressions preferably have a width 
or/and depth within the range from 10 nm to 2 mm, 
particularly preferably from 100 nm to 1 mm and most 
preferably from 1 }im to 500 fim. The depressions 
preferably comprise structures in the form of channels. 

Using the proces^according to the invention, a 
polymeric covering, for example a polymeric film, is 
laminated onto this substrate without using adhesives . 
For this, substrate and covering are preferably 
selected from among polymeric materials of similar 
type, in particular from the same polymeric materials. 
It is moreover preferable for at least the covering and 
in particular both the covering and the substrate to be 
composed of optically transparent materials, i.e. 
materials transparent within the visible or/and UV 
light regions. 

To produce the substrate with a surface having 
depressions, a contact mask may first be produced, 
namely by using a laser to etch the desired 
microstructures into a silicon membrane under chlorine 
gas. This contact mask is then laid on the plastic 
substrate and irradiated with laser light, e.g. with a 
UV vacuum laser, whereupon ablation cuts the desired 
channels into the plastic. The depth of cut may be set 
precisely via the laser and is, for example, 100 nm per 
irradiation. The resultant channels have a very smooth 
surface. Removal of the mask then gives the polymeric 
substrate which can be used for the process according 
to the invention. As an alternative, the substrates 
provided with open microstructures may also be produced 
from a master mold, e.g. by injection molding. 

Step (b) of the process according to the invention 
comprises the application of a polymeric covering onto 
one or more surfaces present on the substrate and 
having depressions. For this, the surface of the 
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polymeric covering, which may also be a film, for 
example, and the surface of the substrate are prepared 
in a form which is clean and as smooth as possible. The 
covering is then preferably positioned on the substrate 
and the two parts combined by pressure, the pressure 
applied being preferably within the range from 0.1 to 
1000 kg/cm^ e.g. from 0,2 to 20 kg/cm^. 

Then, in step (c) of the process according to the 
invention, the substrate, with the covering present 
thereupon, is heated to a temperature which is at least 
as high as the glass transition temperature of the 
substrate or/ and of the covering . The heating 
preferably takes place in a controllable heating 
cabinet, proceeding slowly from the initial temperature 
(e.g. room temperature) to a value just above the glass 
transition temperature of one of the polymers. The 
glass transition temperature depends on the heating 
rate and can readily be determined for various 
materials by the skilled worker by simple 
experimentation. The duration of heating is preferably 
within the range from 0.5 to 3 h, particularly 
preferably within the range from 0.5 to 1.5 h. The 
heating temperature is preferably within a range 
between the glass transition temperature and a 
temperature which is 5°C above the glass transition 
temperature. The heating temperature is particularly 
preferably within a range between 0.5 and 3°C above the 
glass transition temperature. 

Once the heating temperature has been reached, the 
substrate and the covering present thereupon are 
preferably held for a particular period within the 
range of the heating temperature. This period is 
preferably at least 15 min, particularly preferably at 
least 30 min, for example from 40 to 45 min. The 
holding temperature is preferably within approximately 
±3'^C of the heating temperature. 
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Step (d) of the novel process comprises the cooling. 
The cooling to about 40^C is preferably carried out 
slowly. The duration of the cooling is generally at 
least 1 h, particularly preferably at least 2 h and 
5 most preferably up to 3.5 h. As an alternative, the 
cooling may also take place within a few seconds, e.g. 
up to 30 sec. After the cooling, the finished polymeric 
part can be removed. 

10 The novel process gives adhesive- free bonding of 
polymeric coverings, preferably in the form of 
transparent films, and structured, preferably 
transparent, sheets of polymeric substrate. This 
bonding is mechanically and chemically stable. The 

15 process can be carried out at relatively low 
temperatures in the vicinity of the glass transition 
temperature, preferably just above the glass transition 
temperature. No reaction products are produced, and the 
process is therefore extremely clean and biocompatible; 

2 0 In particular, measurements show no reduced 

transparency and no increased fluorescence in the 
resultant component. If the covering materials and 
substrate materials are of the same type, the component 
produced is composed of just a single material and has 
25 optical and electrical properties superior to those of 
multicomponent systems. The optical quality is so high 
that it is even possible to detect individual molecules 
in channels of the components with a good signal/noise 
ratio . 

30 

The present invention further provides a polymeric 
component with hollow structures present therein, the 
component being obtainable by the process described 
above. The hollow structures present in this polymeric 

3 5 component are preferably closed channels, i.e. channels 

closed on their upward-facing sides, with a width 
or/and depth of from 10 nm to 2 mm, and the component 
differs from polymeric parts known from the prior art 
in that it is essentially or even completely free from 
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adhesives and from thermal reaction products in its 
interior, in particular in the region of the hollow 
structures. The novel polymeric part also has full- 
surface bonding in the region where the surfaces of 
5 substrate and covering are in contact, so that no dead 
spaces are present in the region of the hollow 
structures. The novel polymeric part may be used for 
detection procedures, in particular in optical or/and 
electrical detection procedures. 

10 

The invention is further described by the examples 
below. 

Example 1 Production of a polymethyl methacrylate 
15 component 

A PMMA film is positioned on a surface of a PMMA 
substrate block, which surface has micro- or/and 
nanochannel structures. The surfaces of both parts are 

2 0 clean and smooth. The two parts are placed between two 
flat sheets of glass, which are then clamped into a 
press. The pressure applied in the press is within the 
range from 0.2 to 20 kg/cm^, e.g. 2 kg/cm^ . The entire 
system is then slowly heated, preferably within a 

25 heating time of from 0.5 to 1.5 h, in a controllable 
heating cabinet, to just above the glass transition 
temperature of the polymer. The glass transition 
temperature here depends on the heating rate. The ideal 
bonding temperature for the heating rate mentioned is 

30 106 ± 0.5°C. 

The system is then held for a period of from 40 to 
45 min at a temperature between 104°C and the ideal 
bonding temperature. This is followed by slow cooling, 
35 preferably for < 3.5 h. After the cooling, the finished 
structure can be removed from the apparatus . If 
desired, the cooling phase may also be considerably 
shortened, down to the seconds region. 
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Example 2 Production of a polycarbonate component 

Using the method described in Example 1, a 
polycarbonate component was produced. It was found here 
that this material, too, was suitable for producing 
components with closed micro- and nanochannel 
structures . 

The bonding temperature was within the range from 15 0 
to 160°C. 
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1. A process for producing polymeric constituents, 
including the steps of: 

(a) preparing a polymeric substrate which has 
depressions on at least one surface, 

(b) applying a polymeric covering to a surface 
present on the substrate and having 
depressions , 

(c) heating the substrate with the covering 
present thereupon to a temperature which is 
at least as high as the glass transition 
temperature of the substrate or/ and of the 
covering, and 

(d) cooling. 

2. The process as claimed in claim 1, 
wherein 

the polymeric substrate and the polymeric covering 
are selected from the group consisting of acrylic 
polymers, polycarbonates, polystyrenes, and also 
copolymers and mixtures of these. 

3. The process as claimed in claim 2, 
wherein 

the polymeric substrate and the polymeric covering 
are selected from the group consisting of acrylic 
polymers, in particular of polymethyl methacrylate 
polymers, or of polymeric carbonates. 

4. The process as claimed in any of claims 1 to 3 , 
wherein 

the substrate has depressions with a width or/and 
depth within the range from 10 nm to 2 mm. 

5. The process as claimed in claim 4, 
wherein 

the substrate has depressions with a width or/and 
depth within the range from 100 nm to 1 mm. 
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6. The process as claimed in claim 5, 
wherein 

the substrate has depressions with a width or/and 
depth within the range from 1 jum to 50 0 /im. 

7 . The process as claimed in any of the preceding 
claims , 

wherein 

substrate and covering are selected from among 
polymeric materials of the same type. 

8 . The process as claimed in any of the preceding 
claims , 
wherein 

at least the covering is selected from among 
optically transparent materials. 

9 . The process as claimed in any of the preceding 
claims , 

wherein 

the polymeric covering and the substrate are 
combined by pressure. 

10. The process as claimed in claim 9, 
wherein 

the pressure applied is within the range from 1 to 
1000 kg/cm^. 

11. The process as claimed in any of the preceding 
claims , 

wherein 

the duration of heating is within the range from 
0 . 5 to 3 h. 

12 . The process as claimed in any of the preceding 
claims , 
wherein 
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the heating temperature is not more than 5^C above 
the glass transition temperature. 

13. The process as claimed in any of the preceding 
claims , 
wherein 

the substrate and the covering present thereupon 
are held within the region of the heating 
temperature for a period of at least 15 min. 



14. The process as claimed in claim 13, 
wherein 

the substrate and the covering present thereupon 
are held within the region of the heating 
15 temperature for a period of at least 3 0 min, 

15. The process as claimed in claim 13 or 14, 
wherein 

the holding temperature is within ±3°C of the 
20 heating temperature. 

16. The process as claimed in any of the preceding 
claims , 

wherein 

25 the duration of the cooling is at least 1 h. 

17. The process as claimed in claims 16, 
wherein 

the duration of the cooling is at least 2 h. 

30 

18. The process as claimed in any of claims 1 to 15, 
wherein 

the duration of the cooling is up to 30 sec. 

35 19. A polymeric constituent with hollow structures 
present therein, obtainable by a process as 
claimed in any of claims 1 to 18 . 



20 . 



A polymeric component as claimed in claim 19, 
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wherein 

the hollow structures comprise closed channels 
with a width or/and depth of from 10 nm to 10 mm. 

5 21, A polymeric component as claimed in claim 19 or 
20, 

wherein 

the interior of the component is free from 
adhesives . 

10 

22. The use of polymeric components as claimed in any 
of claims 19 to 21 in detection procedures, in 
particular in optical or/and electrical detection 
procedures . 



15 
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Abstract 



PCT/EP99/02238 



The invention relates to a process for producing 
polymeric components with hollow structures present 
therein, e.g. in the form of closed micro- or/and 
nanochannels , said process involving no use of 
adhesives. The invention further relates to the 
polymeric parts obtainable by the process and the use 
of these in detection procedures. 



Received 12/20/2000 04:22 in 02:20 on line [2] for DR10411 Printed 12/20/2000. 08:22 * Pg 2/5 r*^^„.«^, 
20/12 '00 10?26 PAX +49 89 45563 999 PA WEICKMANN BFA2 -* FULBRIGHT 31002/005 

US 



Typo a plus sign (-r ] inside this box • 



a. 



Approved for usa thruugh STSQ/SS OMB 
Patent and Trademaric Qffiea: PEP AHTMEWT OF COMMERCE 



DECLARATION FOR 
UTILITY OR DESIGN 
PATENT APPLICATION 



□ Dedar^tiofi OR pi Dedaration 



wfth JiTtftJal FiUng 



Suhmitteei a:ft&r 
InEyal FOIing 



Attornoy Docket Hum bei 



First Named Inventaf 



HUBR 1165 



_Stuke, et al. , 



COMPLETnllPKNOmt 



Application Number 



nnng Dats 



Group Art Unit 



Examiner N^tma 



09/647,207 



Sept. 27> 2000 



I beOm I im ma oriQirui. fint «M 4ai« 
beigwi af ffw MOiea mitter wftieh it ctamed 



tU for-wTTMsn a oamtt to sauqm 00 tfie Immtion entrtl&3 ; 



"Adlaesive-f ree bonding of polymeric components to 
produce closed micro- and nanochannel structures 



OR 

fXl waJ R« Ort (MRUnDTsrYYT) 



Apr 1, 1999 



fls United £»es Af^iiE:afi6n Number or PCT imemiitSo^ 



,PCT/EP99/02238 



End ■mondaa on (ftttwionrnnf) 



I hamby Owt I hav« f*«o«d Kid unefcf^^ 



nrttaiil W paa«ifiibaay « de(k»d in Ti» W code or 



I hen^ d«m Jbrw*gn prtorty bew^ 
cwtitetft, or $305 w of tnr PcriniwK^ 
beio<f»rtfliiw«i«td€»ttt««ibBi^ 

ip p toam Mving ■ WMg daia bcAya mat Of ttw *(i glim ion on wHiaa praarity H tiainiad, . 



Prior Fbrvfqpa AppUcirtton 



198 15 632,4 



Cowttjy 



Germany 



(MHDDnmnr; 



Apr 7, 1998 



fwortty 



Q 

□ 

n 
D 
a 
□ 



YES WO 



D 
□ 
□ 
□ 

a 
□ 



3^ 
□ 
□ 
□ 
□ 
□ 



I I AddfSenil fianlgn #p(iliartion ntflptwrt •« tot^ on i fiippiecnemil priority thect aaachcti hcceto: 



IhttmbydBimmo boncfft tindtf ritta 35. UiwlKi State Coding llP<n) ef "ratod 5^^" (kqwhMI jppagBBn(ai fitted bokHf- 



Appllcxtion Numbaitv) 



Firing Oata (MMrtJOmfYY) 



j j AddHSonal pravwioMi 



application numbftn 
am fifttfid an ■ 
BUpptamBntu prioric/ 
sliMt Attached hensba^ 



DO WOT SEND FEES OR CDmplET^D FORMS TO THIS ADDHESS. SHNO TO: COnrnnxwiwf PiiwititfldTfadmnarti, Wtaiiingten.l3C2DZ3i.. 



(July 



Received 12/20/2000 04:22 in 02:20 on Line [2] for DR10411 Printed 12/20/2000 08:22 * Pg 3/5 r3,^..o>^^«^ 
20/12 '00 10:26 FAX +49 89 45583 999 PA WEICKMANN EFAX ^ FULBRIGHT H 003/005 

PCT AppHcanf 5 Guide - Vpiume 11 - National Chnpter - US 



US 

Annex US.UK page 2 



□ FTO/SBAH (la^ST) _ 1 
Pa|flniandTiadoinafkO*fiea;U.S*DEPAF™ENTOFCOMMeRCe ■ ' 
lAickiriho PaparworicFWijdonAGtttf 1995, /w persona « to wspmS to a a3l*ai«^ of nl^^ mlaps 1 mmahs 
K vafid Ofc^ oormri njmtw, . 



Pfaaoe Typa a plus sign [4-) Insfate ffiEs bOK 



Unirod Slates of A™ffca, fatod Mwf and. iwafar M ™»r £5^^ SS^'^S^^^fSfS^i^^SL^ 

U hied State or PCT brtomationai applkaiiai) n iha manner pravMod by *5«El?9«Pl^ »S I^SSlJ^^Si^ ^^^^ ^ 

and ttie naiiainil or PCT bitarnatiQnal fSng dola of tf^ applieafon- 



Ae A rtAirvftg »w*ntaf. I haiabv aaoe^ ttia laBawino raoistenad ocaeaj tipnarfa) to prosMtQ this app fcatian and to nansatt al buanewlnjno Paiftffl 

Off 



13 AddWPfqJ c^itfw^ oiataftjanatf j) nawd gi wphsMnlal ^ RBofetenftd Pragttjoner lnfo mHfeift SN»t HTWBBm gC attached hecoto, 



DECLARATION — Utility or Design Patent Applicatioti 



U.S. Parent Application or PCT Parent 
Number 



Parent Rling Date 



Parent Patent Number 

flf sppffcst/e) 



n Adatibi^U-S.cyPCT iflteCFiaikataIi^^ 



Harne 



Re^gtslnBrUan 



Hwno 



Direct all cocnespondence Id: □ Customer Number 

or Bar Code Label 



OH CH CcfTQspoiKjence adciress below 



Maine 


Fulbrlght 












666 Fifth 


Avenue 










Address 


New York. 


N.Y, 


10103 










Ctly 


New York. 


state 


NY 


Z3P 


101Q2 


Country 


USA 


Tetephooel 001- 


212-3183000 


Fnx 


001 -212-7525953 



I hAToby dedara that tM 
btttMd to b« tiua: ani 

puniMbto by fins dT 



Ihat ttwsa uai flmn nte were made vAi dw tottwtodjft^M w»M 
itf. or tab. tfvdoc ia u^-C nooi ard th* *«* w«U ^ 



enado on 'rfonnation and bAio< ara 
statHivonU and iha M zzi tnada am 
may jnopanfezn lha v^kfily of Iho 



Mame of Sole or Ftr«t Inventon 



O A petition has b«en filed f^r this unsized inventor 



_gjtfen_M3me (first and mMdle fit any]) 



Michael 



lnv«fii£r*ir 



Pect orrica Addn<B 



F><tct Olfica Addm 



cny 



Gottinaen 



Date 



Auf. der_Iileth 36, 37077 GnT.t-.i -ng^ . C^rmi^Tiv 



2IP 



Cbuniry 



Germany 



(Si Addttlcwar invoniora_afo tw;in& npmod W tha ■upplemamnl AddHfawmi Invenrforfg) ahpel(a) PT10/SB/Q2A anaeftfld hereto 



OFv^-SY,S "CiaMTROL ' ' ' Xfij ■ 4'lB9l'8bS04 DEC 19'00 15:45 No .002 P. 02 



DECLARATION 



ADDmOfiALlKVEMTaRtS) | 




Ctty 





Funlkr I 



cry 



T A pairt-on Hw ta£i6Ti ftfad tar TO un 



ifiignsd invmror 



cm 



IE 




(July iWl 



19/12 "00 DI 21:46 [Sfi/lSM Nfi 9003J 



